Mild trypsin treatment of the Sindbis virus nucleocapsid protein yields a fragment with a molecular mass of -18.5 kilodaltons with its N terminus at residue 105. The fragment, which is stable to further digestion, appears by gel exclusion chromatography to be monomeric. These data are consistent with a model for the alphavirus core proteins, consisting of an extended and flexible N-terminal arm (residues 1 to 103) and a compactly folded C-terminal domain (residues 104 to 274), as previously suggested on the basis of sequence characteristics.
Sindbis virus is a simple, enveloped spherical virus -70 nm in diameter (7, 13) . The outer surface is composed of glycoprotein heterodimers, which span the membrane bilayer, arranged with icosahedral symmetry on a T=4 lattice as shown by negative stain and rotary-shadowed electron microscopy and more recently by image reconstruction from cryoelectron micrographs of virions in vitreous ice (4, 7, 14) . The fenestrated nucleocapsid core particle (-40 nm in diameter) displays T=3 icosahedral symmetry (4, 5) . The sequence of the nucleocapsid protein (termed C; 264 residues, 30 kilodaltons [kDa]) suggests a molecular organization similar to that of the coat proteins of the T=3 plant viruses (12) . The N-terminal 103 residues are unusually rich in arginine, lysine, and proline; the remainder of the molecule has a conventional amino acid composition (12 (12) .
Trypsin cleavage of core protein. Figure 1 shows Conclusion. The observation that the C-terminal 18.5-kDa fragment is not cleaved at its potential trypsin sites in the presence of protease suggests that it is a compactly folded domain. Moreover, no species other than the 18.5-kDa fragment accumulates during digestion of the core protein with trypsin. We conclude that cleavage occurs at a large number of points in the N-terminal region and that these 103 residues are not folded into a stable structure at dissociating salt concentrations. However, in intact nucleocapsids, the N-terminal arm is insensitive to the addition of protease, suggesting that the structure of the core makes it inaccessible to protease, and the high proportion of basic residues indeed suggests strong interaction with viral RNA. This organization is similar to that seen in the coat proteins of turnip crinkle virus and tomato bushy stunt virus (8, 10) . Experiments with turnip crinkle virus coat protein showed a similar pattern of protease sensitivity and lack of stably folded structure for the N-terminal arm (6, 9) . In contrast to the coat protein of turnip crinkle virus and its stable fragment, which are dimeric in solution (6, 9) , the 18.5-kDa fragment of the core protein, at 150 mM NaCl, and the intact core protein, at 800 mM NaCl, appear to be monomeric. 
